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DETAILED ACTION 



Claim Objections 



1. 



The objection to claim 44 is withdrawn in view of the amendment. 



Claim Rejections - 35 USC § 102 



2. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 



3. Claims 29-39, 41 , 45-52 and 59-61 are rejected under 35 U.S.C. 1 02(b) as being 
anticipated by Chen et al (Chinese patent 1 ,220,995, translation). 

The rejection is based upon a translation of the Chen et al patent, which is 

attached. 

Chen teaches a method for isolating purified RNA from a biological sample of 
claims 29 and 59 (see page 3, bottom half, for example or page 4) comprising: 

a) treating the sample comprising phenol at a final concentration ranging from 
about 10% w/w to about 60% w/w and at least one ribonuclease inhibitor (see 
page 6, where 12-46% phenol is used in conjunction with guanidine 
isothiocyanate, an RNAse inhibitor and see page 8, preferred embodiment 2, 
step 1 , where the phenol reagent with 30% w/w is added to the tissue), 

b) mixing the sample with at least one hydrophobic solvent while maintaining a 
pH in the range from about pH 3.6 to below 4.0 (see page 8, preferred 
embodiment 2, where the pH of the phenol reagent is pH 3.5, which is about 3.6 



States. 
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and where the hydrophobic solvent chloroform/isoamyl alcohol is added to the 
solution. Further note that Chen teaches overlapping ranges of pH from 3.5 to 
6.5 (see page 3)), 

c) recovering the purified RNA from an aqueous phase to which about an equal 
volume of a water soluble organic solvent is added to precipitate the purified 
RNA (See page 8, preferred embodiment 2, where the aqueous phase is 
precipitated with isopropanol), 

d) washing and solubilizing the precipitated RNA (see page 9, where the RNA 
precipitate is washed with alcohol and dissolved in a buffer). 

With regard to claim 30, Chen teaches the use of acetate and citrate buffers (see 
page 8, preferred embodiment 2, lines 3 and 4). 

With regard to claims 31-34, Chen teaches the use of ribonuclease inhibitors 
(see page 8, preferred embodiment 2, line 1, where the chaotropic salt guanidine 
isothiocyanate is used as an RNAse inhibitor at a concentration in the range of 
0.5 M to about 6M). 

With regard to claims 35-36, Chen teaches the use of detergents such as SDS 
and sarcosine including a range of 0.1% SDS (see page 8, preferred 
embodiment 2, lines 2-3). 

With regard to claims 37-39, Chen teaches the use of sodium acetate and 
trisodium citrate, where claim 38 indicates that acetate is a preferred salt and 
claim 39 indicates that citrate is a preferred chelating agent). 
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With regard to claim 41 , Chen teaches the use of Guanidine salts (see page 8, 
line 1). 

With regard to claims 45-46, Chen teaches a pH range of 3.5-6.5 and exemplifies 
a pH of 3.5 (see page 3 and see page 8, preferred embodiment 2). 
With regard to claims 47-49, Chen teaches the steps of: 

a) treatment with the monophase reagent comprising phenol in 
concentrations from 12-46% w/w (see page 6) with a pH from 3.5-6.5 (see page 
3) and a chaotrope (see page 6 where guandine isothiocyanate is used), 

b) sedimenting the sample to obtain a purified sample substantially free of 
DNA, proteins and cellular components(see page 8, where the step of 
centrifugation is a form of sedimentation that will remove DNA, proteins and 
cellular components), 

c) adding to the purified sample about an equal volume of a water soluble 
organic solvent to precipitate the purified RNA (See page 8, preferred 
embodiment 2, where the aqueous phase is precipitated with isopropanol), 

d) sedimenting the precipitated RNA (see page 8, last sentence), 

e) washing and solubilizing the precipitated RNA (see page 9, first five 
sentences). 

With regard to claim 50, Chen teaches the use of chloroform (see page 8, middle 
of the page). 

With regard to claim 51 , Chen teaches addition of a composition which can be at 
"about 1.5 X" concentration (see page 8). 
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With regard to claim 52, 60, 61, Chen teaches precipitation with isopropanol (see 
page 8). 

Claim Rejections - 35 USC § 103 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

5. Claim 42 is rejected under 35 U.S.C. 103(a) as being unpatentable over Chen et 
al (Chinese patent 1 ,220,995, translation) in view of Chomczynski (U.S. Patent 
5,346,994). 

Chen teaches the limitations of claim 29 as discussed above. Chen does not 

teach the use of a density increasing component. 

Chomczynski teaches the use of glycerol in the RNA isolation buffer of 
Phenol/Guanidine isothiocyanate (see column 3, lines 17-32). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to modify the isolation buffer of Chen to incorporate 
glycerol as taught by Chomczynski since Chomczynski notes "Furthermore, the solvent 
solution may include an additional solubilizer for maintaining the phenol in solution, 
especially at 4 C, and to achieve or maintain the solvent as a monophase solution. One 
suitable solubilizer is glycerol (see column 3, lines 17-24)." An ordinary practitioner 
would have been motivated to include glycerol in the isolation buffer of Chen in order to 
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maintain the phenol in solution and to assist in maintaining the solution in a monophasic 
form. 

6. The rejection of claim 44 under 35 U.S.C. 103(a) as being unpatentable over 
Chen et al (Chinese patent 1 ,220,995, translation) in view of Puissant et 
al(Biotechniques (1990) 8(2):148-149) is withdrawn in view of the amendment. 

Allowable Subject Matter 

7. Claims 40, 43 and 44 are objected to as being dependent upon a rejected base 
claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. 

8. Claims 62 and 63 are allowed. 

9. The following is a statement of reasons for the indication of allowable subject 
matter: Claims 40, 43, 62 and 63 are drawn to the use of particular phenol derivatives 
or particular organic compounds in the RNA isolation buffer. The search did not identify 
any prior art which taught or suggested the use of the specific chemical compounds 
listed in RNA (or nucleic acid) isolation. With regard to claim 44, while Puissant teaches 
the pretreatment step with Guanidine, Puissant never suggests a pH of less than 4.0. 

Response to Declaration 

1 0. The Declaration under 37 CFR 1 . 1 32 filed January 1 7, 2007 is insufficient to 
overcome the rejection of claims 29-39, 41, 45-52 and 59-61 based upon 35 U.S.C. 102 
as set forth in the last Office action for the following reasons. 

This is not a situation where the examiner proposes to dispute the facts shown in 
the declaration. The examiner accepts, without reservation, that the Declarant (who is 
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the applicant) has shown that the particular embodiments of Chen at pH 3.5 and at pH 

6.5, using the particular components of Chen, produce a significantly greater signal in 

the RT-PCR reaction than the embodiment of applicant, which was at pH 3.8. The 

issue is whether this showing is sufficient to overcome Chen as a 102 or 103 type 

teaching when the claims lack a limitation distinguishing the range of Chen. That is, 

Chen teaches embodiments which literally fall within the scope of the claim, where the 

only distinction is based upon the limitation "purified RNA" where the RNA is 

"substantially undegraded and free of DNA contamination". No specific limit is placed 

upon how free of DNA contamination is "substantially free". 

This fact pattern is very close to two cases decided by the Federal Circuit in the 

last few years. Both of the cases show that in order to overcome prior art with 

overlapping ranges, or which in the current case anticipate the claimed ranges, the 

claims must be commensurate in scope with the unexpected result. In In re Harris . 74 

USPQ2d 1951, 1955 (Fed. Cir. 2005), the Federal Circuit noted 

"The Board also correctly reasoned that the showing of unexpected 
results is not commensurate in scope with the degree of protection 
sought by the claimed subject matter because the elemental 
composition of CMSX®-486 is at or near the midpoint of the 
claimed range. While Harris's evidence may show a slight 
improvement over some alloys, the record does not show that the 
improved performance would result if the weight-percentages were 
varied within the claimed ranges. Even assuming that the results 
were unexpected, Harris needed to show results covering the 
scope of the claimed range. Alternatively Harris needed to narrow 
the claims." 
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This fact pattern is similar to the current case. The results shown in this declaration do 
not cover the scope of the claimed range of either the pH or of the detergent 
concentrations, both of which Applicant appears to believe are the critical components 
which differentiate the prior art. The showing a pH 3.8 is persuasive that there is an 
unexpected result at pH 3.8 using the claimed concentration of detergent. However, 
there is no evidence on the record that this result will occur at pH 3.5, pH 3.6 or pH 
3.95, all of which are within the claimed range. In fact, the declaration provides some 
evidence that pH 3.5 of Chen is nonfunctional, which renders the claim problematic 
since the "about pH 3.6" language, if it means anything,- means to encompass pH 3.5. 
Similarly, while the discussion on the detergent issue is helpful, it also fails to address 
the claims as filed. Only one claim addresses the amount of detergent, and that claim 
does not limit the total detergent amount, but simply limits the amount of one of the 
detergents in the mixture. 

In accord with Harris is In re Peterson , 65 USPQ2d 1379, 1383 (Fed. Cir. 2003) 
which quotes "Establishing that one (or a small number of) species gives unexpected 
results is inadequate proof, for 'it is the view of this court that objective evidence of non- 
obviousness must be commensurate in scope with the claims which the evidence is 
offered to support." Here, where only one species is shown to give unexpected results, 
this is inadequate for a claim which broadly encompasses a much larger number of 
species, including the actual embodiments of the prior art of Chen itself. 

Therefore, while the Declaration is believed to be factually accurate, it does not 
suffice to demonstrate the unexpected result because the showing itself is not 



Application/Control Number: 1 0/826, 1 1 3 Page 9 

Art Unit: 1637 

commensurate in scope with the claims, which are much broader and encompass many 
more ranges than those shown. 

Response to Arguments 

1 1 . Applicants arguments filed January 1 7, 2007 have been fully considered but they 
are not persuasive. 

As discussed in the response above, Chen is maintained because the showing of 

the declaration is not commensurate in scope with the claims. 

With regard to claim 59, Guanidine and Chloroform are "water soluble organic 
solvents" which are present in the Chen reference. There is no requirement in the 
claims that the separation occur without phase separation. Therefore, the argument is 
not commensurate in scope with the claim. 

Applicant's argument with regard to the Puissant rejection was found persuasive 
as mentioned above and this claim is no longer rejected. 

Conclusion 

12. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
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shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 



than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jeffrey Fredman whose telephone number is (571 )272- 
0742. The examiner can normally be reached on 6:30-3:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (571)272-0782. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-100^ 



the advisory action. In no event, however, will the statutory period for reply expire later 




Jeffrey Fredman 
Primary Examiner 
ArtUnit / 1637 




